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Product Name 

1. ,‘ Uoi 7 (eslradiol trausdelmal system), Rx 

I Alora (estradiol lxtusdeimal system), 

Alphagan (luimouidiue tzutiate ophthalmic 
sollltioll), 0.5.0.2 cc (p) O.lSQ 0, Rx 

I Alphagau P (blimouidiue tartrate ophthalmic 
solutiol~). 0.15%, Rx 

Watson Laboratories, Itlc. 

Watson Laboratones, Inc. 

Allergan Inc. 

Allergan Inc. NDA 21-262 3f16fOl 5/21/01 X/21/01 x/21/01 

1UL’X L I-3 ru 41~1uL47TbJo~ CFDlvL 

NDA 20-655/S-008 4/5/02 4f16fO2 4/5/02 sn/o2 

NDA 20-49Of.57, 20- 12/20/01 6/19/02 6/19/O? - 6/19/02 
613fS18 & 21-262fS6 

Alprazolam Tablets USP, 2 mg. 

;Uprostarlil~ljectionO.5 &ml 1803 KB] 

&es (Lotepreduol Etabouate) Ophth4almic 
Suspension, 0.2% 

Altare kamipiil) Capsules, 1.25, 2.5, 5, and 
lOm&!,Rx 

Atace (ramiplil) Capsules, 1.25.2.5, 5, and 
lOmg,Rx 

Alphagau P J~hcatious: for 
ocular hypertension. 

Geneva Pharmaceuticals, Inc. 

Bedford Laboratones 

Bausch and Lomb 

King Pharmaceuticals, Inc. 

King Pharmaceuticals, Inc. 

he lowering of tntraoculal pressure in 

ANDA 74-909 

ANDA74-8k5 ’ 

NDA 20803 

M!A 19-901/s-035 

NDA 19-90115-034 

~ 3f25198 

l/20/98 

3/9/98 

:::0/02 

atients with open-angle glaucoma or 

t 
3/9/98 6f26198 

7:: 5fO2 
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Table 27 - Meso Endothdhl Cdl Count-Study 008 

BhWMiM- ikimOddilW Alph4P 
Puite OS% PuJitea2% 

B4ueline 2215.3 23 17.9 2268 
Malth3 2156.4 I 2308.7 2251.9 

Revkwer’s Comments: There were no clinically sign@n! change3 in en&heliaJ cell 
count between bareline ond 3 months in any of the tmztmmt gmups. 

c8rdiov88culu 

There w no clinic@ sign@tznt changes between or within group difknces with 
respect mean chmgesjvm btadhefor heat mte ad bknxip?vssta at month 3. 

Reviewer’s Summwy of Safe rmd EfBcacy 

Brimon&e-Punk 0.13% has an IOP low&g obiIity which & quivuzient to Alphagaa 

The auawge IOP IowwMg cop&Ii@ of Brimoru&e-Pnrite 0.15% and 0.2% mngejvm 
cllppPoximorely 

. 

Brlmon&&e-Pwite 0.X5%, 0.2% and Mphagan have similar dvene e pq@.s. 

NDA 2 I-262 BrimdineRaite C$htlmlmic Soldoo 0.15% 



9 Roviewer’r Overall Summary of Eiltkrey and Safety 

Brimonidine-Purite 0.15% and 0.2% area#v&nt to the dy wwketed&~an 
in their ability to lower IOP inpatients with ocular hypertension or open angle 

R&qua& st#@ has been establishdfbr the we of Brbnonidine-Pdte 0.15% and 0.2% 
in lowedng intwxdar pwsure inpatients with ocular mendon or open-angle 
glou cmla. 

10 LabeIingRev&w 

Revkwer~s Commenb: 
Recommen&dadiitio~ are shown by underlining and recommended&kions are 
shorn bystriketkgh lines. 
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NDA 2 I -242 BrimalibRritc ophdralmk wutial 0. I 5% 
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2. Discontinuation due to lack of efficacy: 

Both Studies 7 and 8 had more patients discontinued treatment due to lack of efficacy in 
BPOS 0.15% treatment groups compared with that in Alphagan treatment group. Such 
differences were approaching statistical’ significant at level 0.05 in the two studies. 
Combining the two studies, the withdrawal rate due to lack of efficacy was 3.9% in BPOS 
0.15% and 1 .oo/o in AIphagan. The p-value for the comparison of BPOS 0.15% to 
AIphagan was statistically significant at level 0.05 (two sided p-value was 0.011). This 
analysis suggested that BPOS 0.15% was slightly inferior to Alphagan in lowering IOP. 

v. Conclusion: 

For BPOS 0.2%. the results of primary anaIysis on mean IOP change from baseline, the 
primary end point specified in sponsor’s analysis plan, in each individual studies (Studies 
7 and 8) consistently satisfied the evaluation criteria of therapeutic equivalence to 
Alphagan agreed by both the agency and the sponsor. 

For BPOS 0.15%. neither study had met the evaluation criteria of therapeutic equivalence 
to Alphagan based on the analyses of primary end points. The analysis of withdrawal due 
to lack of efficacy showed that BPOS 0.15% was numerically inferior to Alphagan. 
However, the results of IOP change from baseline were close to the non-inferiority 
criteria. The differences of withdrawal rates due to lack of efficacy between BPOS 
0.15% and Alphagan were only about 3%. The average change f?om baseline for BPOS 
0.15% treatment group was more than 3 mm Hg for both studies. The integrated analysis 
of IOP change from baseline by pooling the two studies together marginally satisfied the 
equivalence criteria. To assess evidence collectively, the two studies showed that the 
efficacy of BPOS 0.15% was close to that of Alphagan, but somewhat inferior to 
Alphagan based on the results of the individual studies and criteria agreed upon by the 
agency and the sponsor. 

Qidn Li, Sc.D 
Mathematical Statistician 

StahLih , Ph.D 
Team Leader 


